Prevention of lethal hepatic injury in Long-Evans Cinnamon (LEC) rats by D-galactosamine hydrochloride by Otsuka, Toshihiro et al.
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Abstract : Repeated injections ofD-galactosaminehydrochloride(GalN)increasethesurvivalrate
of Long-Evans Cinnamon (LEC) rats, an animal model of Wilson’s disease. The aim of the present
study was to investigate the mechanism of GalN for prevention of spontaneous lethal hepatic
injury in LEC rats. MaleLEC rats weregiven a singlesubcutaneous injection of300mg/kg of GalN
orvehicle (0.9%NaCl)at 14weeks,andkilledat28weeksofage.Next,6-week-oldmaleLECratswere
given weekly subcutaneous injections of 300 mg/kg of GalN or vehicle for 3 or 12 weeks, and their
hepatic 8-hydroxydeoxy-2’-guanosine (8-OHdG), glutathione peroxidase (GPX), and catalase
activities were measured. None of GalN-treated rats died of hepatic injury (0/12), whereas
the mortality rate of control rats given 0.9% NaCl was 17% (2/12). GalN administration for 12
weeks decreased thehepatic 8-OHdG, and GalNadministration foreither3or12weeks increased
the glutathione peroxidase activity. GalN administration increased the serum level of alanine
aminotransferase, and accelerated megalocytic degeneration of thehepatocytes. GalN treatment
is effective in preventing lethal hepatitis in LEC rats and decrease of oxidative DNA damage
by GalN plays an important role in increase of the survival rate. 53:81-86, February, 2006
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Determinations of enzyme activities in tissues
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